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Amendments **** Claims; 

Please cancel claims 125, 136, 170, 191, 192, 207, 208, 223 and 224, and amend 
claims 116. 127, 129-132. 148. 157. 164, 165-169, 172 and 174. This listing of claims will 
replace all prior versions, and listings, of claims in the application: 



l i^inf of Claims: 

1.-115. (Cancelled) 

116. (Currently amended) A method for producing a human monoclonal antibody 
that competes for binding to CTLA-4 with an antibody comprising the heavy chain CDR amino 
acid sequences in SEQ ID NO: 1 and the light chain CDR amino acid sequences in SEQ ID NO: 
14. wherein said con^ering human monoclonal antibody inhibits binding of human CTLA-4 to 
humanB7-l and human B7~2 and wherein said cmprt hi r "»™ n ™"™lon*l 
comprises a )m ehair amino acid fhnf utjUzes , human A27 Yjt gene, said method 

comprising the steps of: 

(a) expressing said competing human monoclonal antibody in a 
mammalian host cell comprising polynucleotides encoding the heavy and light chains of said 

competing antibody; and 

(b) recovering said competing antibody. 
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117. (Previouslypresented) The method according to claim 116, wherein said 

competmg antibody inWbitsbindmg 
ICjoof 100 nM or less. 

118. (Previouslypresented) Themethod according to claim 116, wherein said 
competing antibody inhibits binding of human CTLA-4 to human B7-1 with an IC S0 of 5 nM or 
less. 

119. (Previouslypresented) The method according to claim 11 6, wherein said 
competing antibody inhibits binding of human CTLA-4 to human B7-1 with an Ifto of 2 nM or 
less. 

120. (Previouslypresented) The method accoiding to claim 11 6, wherein said 
competing antibody inhibits binding of human CTLA-4 to human B7-2 with an iC^of 5 nM or 
less. 

121. (Previouslypresented) The method according to claim 116, wherein said 
competing antibody inhibits binding of human CTLA-4 to human B7-2 with an IC* of 2 nM or 
less. 

122. (Previouslypresented) The memod according to claim 116, wherein a 
glutamine synthetase expression system is employed in said step of expressing said competing 
antibody. 
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123. (Previously presented) The method according to claim 1 16, wherein said 

mammalian cell is a CHO cell. 

124. (Previously presented) The m 
mammalian cell is an NSO cell. 

125. (Cancelled) 

126. (Previously presented) Themethod accordmg to clami 116, wherein said 
polynucleotides encode the heavy and light chain CDRs of a competing antibody that was 
generated in amouse whose genome comprises human immunoglobulin genes. 

127. (Currently amended> a method for producing a human monoclonal antibody 
that competes for binding to CTLA-4 with an antibody comprising the heavy chain variable 
region amino acid sequence in SEQ ID NO: 1 and the light chain variable region amino acid 
sequence in SEQ ID NO: 14, wherein said competing human monoclonal antibody inhibits 
binding of human CTLA-4 to human B7-1 and human B7-2 find wherein said competing human 
monoclonal anti^ d v cemggiges a Ught chain amino acid seguence that utilizes a human A27 V« 
gene, said method comprising the steps of: 

(a) expressing said competing human monoclonal antibody in a 
mammalian host ceU comprising polynucleotides encoding the heavy and light chains of said 
competing antibody; and 
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(b) recovering said competing antibody. 

128. (Currently amended) The method according to claim 127, wherein said 
competing antibody inmbits bm^^ 

IC^SO of 100 nM or less. 

129. (Currently amended) The method according to claim 127, wherein said 
compete anrf>ody^ 

less* 

130. (Currently amended) The method wording to claim 127, wherein said 
conning antibody Mdbitahmdmg of homan CTLA-4 tobuman B7-1 with an l Cal » of 2 nM or 
less. 

131. (Currently amended) The method according to claim 127, wherein said 
competing antibody inhibits binding of human CT1A-4 to human B7-2 with an IC^ of 5 nM or 
less. 

132. (Currently amended) The method according to claim 127, wherein said 
competing antibody inhibits binding of human CTIA-4 to human B7-2 with an IC«#> of 2 nM or 
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133. (Previously presented) The method according to claim 127. wherein a 
glutamine synthetase expression system is employed in said step of expressing said competing 
antibody. 

134. (Previously presented) The method according to claim 127, wherein said 
mammalian cell is a CHO cell. 

135. (Previously presented) The method according to claim 127, wherein said 
mammalian cell is an NSO cell. 

136. (Cancelled) 

137. (Previously presented) The method according to claim 127, wherein said 
polynucleotides encode the heavy and light chain CDRs of a competing antibody that was 
generated in a mouse whose genome comprises human immunoglobulin genes 

138. -147. (Cancelled) 

. 148. (Currently amended) A method for producing a human monoclonal antibody 
that specifically binds to CTLA-4, wherein said antibody comprises a light chain that utilizes a 
human A27 Vk gene and inhibits binding of human CTLA-4 to human B7-1 and humaaB7-2, 
said method comprising the steps of: 

(a) expressing said antibody in a mammalian host cell comprising 
polynucleotides encoding the heavy and light chains of said antibody, 
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(b) recovering said antibody. 

149. (Previously presorted) ll»n^odaccontogtoclBiml48.»l>ereins«id 
a,*** <*■»)**•<*■— CTLA-4 «. hnn™ B7-1 o, hun»n B7-2 with an IC of 100 
nM or less. 

150. (Previously presented) The method according to claim 148, wherein said 
antibody inhibits binding of human CTLA-4 to human B7-1 with an IC 5 o of 5 nM or less. 

151. (Previously presented) The method according to claim 148, wherein said 
antibody inhibits binding of human CTLA-4 to human B7-1 with an ICsoof 2 nM or less. 

152. (Previously presented) The method according to claim 148, wherein said 
antibody inhibits binding of human CTLA-4 to human B7-2 with an IC» of 5 nM or less. 

153. (Previously presented) The method according to claim 148, wherein said 
antibody inhibits binding of human CTLA-4 to human B7-2 with an IC* of 2 nM or less. 

154. (Previously presented) The method according to claim 148, wherein a 
glutamine synthetase expression system is employed in said step of expressing said antibody. 

155. (Previously presented) The method according to claim 148, wherein said 
mammalian cell is a CHO cell. 

156. (Previously presented) The method according to claim 148, wherein said 
mammalian cell is an NSO cell. 
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157. (Currently amended) A method for producing a human monoclonal antibody 

that specifically binds to CTLA-4, wherein said antibody comprises a Ught chain that utilizes a 
human A27VK gene and inhibits binding of human CTLA-4 to human B7-1 and hujnanB?* 
said method comprising the steps of: 

(a) culturing a host cell comprising polynucleotides encoding the heavy 

and Ught chains of said antibody; and 

(b) recovering said antibody. 

158. (Previously presented) The method according to claim 157, wherein said 
antibody inhibits binding of human CTLA-4 to human B7-1 or human B7-2 with an IC50 of 100 
nM or less. 

159. (Previously presented) The method according to claim 157, wherein said 
antibody inhibits binding of human CTLA-4 to human B7-1 with an IC* of 5 nM or less. 

160. (Previouslypresented) The method according to claim 157, wherein said 
antibody inhibits binding of human CTLA-4 to humanBM with an ICsoof 2 nM or less. 

161. (Previouslypresented) The memod according to claim 157, wherein said 
antibody inhibits binding of human CTLA-4 to human B7-2 with an IC^of 5 nM or less. 

162. (Previouslypresented) The method according to claim 157, wherein said 
antibody inhibits binding of human CTLA-4 to human B7-2 with an ICsoof 2 nM or less. 
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163. (Previously presented) The method according to claim 157, wherein a 
glutanune synthetase expression system is employed in said step of expressing said antibody. 

164. (Currently amended) A method for producing a human monoclonal antibody 
that competes for binding to CTLA-4 with an antibody comprising the heavy chain variable 
region amino acid sequence in SEQ ID NO: 1 and the light chain variable region amino acid 
sequence in SEQ ID NO: 14, wherein said competing human monoclonal antibody inhibits 
bmdingofhuman CTLA-4 to human B7-1 andh^B7-2 andwfaejsa said competing human 
.^w., antibody comprise* a light chain -dnn acid sg^nce that utilizgs a human A27 V< 
gene, said method comprising the steps of: 

(a) expressing said competing antibody in a host cell comprising 
polynucleotides encoding the heavy and light chains of said competing antibody, 

(b) recovering said competing antibody. 

165. (Currently amended) The method according to claim 164, wherein said 
competing antibody inhibits binding of human CTLA-4 to human B7-1 or human B7-2 with and 
ICajSO of 100 nM or less. 

166. (Currently amended) The method according to claim 164, wherein said 
competing antibody inhibits binding of human CTLA-4 to human B-7-1 with an IC^O of 5 nM or 
less. 
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167. (Currently amended) The method according to claim 164, wherein said 
competing antibody inhibits binding ofhumanCTIA^tohumanBT^ wimanlC^of2nMor 
less. 

168. (Currently amended) The method according to claim 164, wherein said 
competing antibody inhibits binding of human CTLA-4 to human B7-2 with an IC^O of 5 nM or 
less. 

169. (Currently amended) The method according to claim 164, wherein said 
competing antibody inhibits binding of human CTLA-4 to human B7-2 with an IC^SO of 2 nM or 
less. 

170. (Cancelled)- 

171. (Previously presented) The method according to claim 164, wherein a 
glutamine synthetase expression system is employed in said step of expressing said antibody. 

172. (Currently amended) A method for producing a human monoclonal antibody 
that specifically binds to CTLA-4, wherein said antibody possesses a selectivity for human 
CTLA-4 over hmnan CD28, human B7-2, human CD44, and hlgGl of greater than 100:1 and 
inhibits binding between human CTLA4 and human B7-2 with an IC* of lower than 5 nM; said 
method comprising the steps of: 
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(a) expressing said antibody in a mammalian host cell comprising 

polynucleotides encoding the heavy and light chains of said antibody, 

(b) recovering said antibody. 

173. (Previously presented) The method according to claim 172, wherein said 
antibody inhibits binding of human CTLA-4 to human B7-2 with an ICsoof 2 nM or less. 

174. (Currently amended) The method according to claim 172, wherein said light 
^ aging agjd sequence of said antibody utilizes ahuman A27 V* gene. 

175. (Previously presented) The method according to claim 172, wherein said 
polynucleotides encode the heavy and light chain CDRs of an antibody that was generated in a 
mouse whose genome comprises human immunoglobulin genes. 

176. (Previously presented) The method according to claim 172, wherein a 
glutamine synthetase expression system is employed in said step of expressing said antibody. 

177. (Previouslypresented) The method according to claim 176, wherein said 
mammalian cell is a CHO cell. 

178. (Previouslypresented) The method according to claim 176, wherein said 
mammalian cell is an NSO cell. 

179. (Previouslypresented) The method according to claim 117, wherein said 
mammalian cell is a CHO cell. 
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180. (Previously presented) The method according to claim 117, wherein said 

mammalian cell is an NSO cell. 

181. (Previously presented) The method according to claim 1 1 8, wherein said 
mammalian cell is a CHO cell. 

182. (Previously presented) The method according to claim 11 8, wheieinsaid 
mammalian cell is an NSO celL 

183. (Previously presented). The method according to claim 119, wherein said 
mammalian cell is a CHO cell. 

184. (Previously presented) The method according to claim 119, wherein said 
mammalian cell is an NSO cell. 

185. (Previously presented) The method according to claim 120, wherein said 
mammalian cell is a CHO cell. 

186. (Previously presented) The method according to claim 120, wherein said 
mammalian cell is an NSO cell. 

187. (Previouslypresented) The method according to claim 121, wherein said 
mammalian cell is a CHO cell. 
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188. (Previously presented) The method according to claim 121, wherein said 

mammalian cell is an NSO cell. 

189. (Previously presented) The method according to claim 122, wherein said 
mammalian cell is a CHO cell. 

190. (Previously presented) The method according to claim 122, wherein said 
mammalian cell is an NSO cell. 

191. (Cancelled) 

192. (Cancelled) 

193. (Previously presented) The method according to claim 126, wherein said 
mammalian cell is a CHO cell. 

194. (Previously presented) The method according to claim 126, wherein said 
mammalian cell is an NSO cell. 

195. (Previously presented) The method according to claim 128, wherein said 
mammalian cell is a CHO cell. 

196. (Previously presented) The method according to claim 128, wherein said 
mammalian cell is an NSO cell. 
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197. (Previously presented) The method according to claim 129, wherein said 

mammalian cell is a CHO cell. 

198. (Previously presented) The method according to claim 129, wherein said 
mammalian cell is an NSO cell. 

199. (Previously presented) The method according to claim 130, wherein said 
mammalian cell is a CHO cell. 

200. (Previously presented) The method according to claim 130, wherein said 
mamm alian cell is an NSO cell. 

201. (Previously presented) The method according to claim 131, wherein said 
m ammali an cell is a CHO cell. 

202. (Previously presented) The method according to claim 131 , wherein said 
mammalian cell is an NSO cell. 

203. (Previously presented) The method according to claim 132, wherein said 
mammalian cell is a CHO cell. 

204. (Previously presented) The method according to claim 132, wherein said 
mammalian cell is an NSO cell. 
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205. (Previously presented) The method according to claim 133, wherein 

mammalian cell is a CHO cell. 

206. (Previously presented) The method according to claim 133, wherein said 
mammalian cell is an NSO cell. 

20?. (Cancelled) 

208. (Cancelled) 

209. (Previously presented) The method according to claim 137, wherein said 
mammalian cell is a CHO cell. 

210. (Previously presented) The method according to claim 137, wherein said 
m amm alian cell is an NSO cell. 

211. (Previously presented) The method according to claim 149, wherein said 
mammalian cell is a CHO cell. 

212. (Previously presented) The method according to claim 149, wherein said 
mamm alian cell is an NSO cell. 

213. (Previously presented) The method according to claim 150, wherein said 
mammalian cell is a CHO cell. 
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214. (Previously presented) The method according to claim 150, wherein said 
mammalian cell is an NSO cell. 

215. (Previously presented) The method according to claim 151, wherein said 
mammalian cell is a CHO cell. 

216. (Previously presented) The method according to claim 151 , wherein said 
mammalian cell is an NSO cell. 

217. (Previously presented) The method according to claim 1 52, wherein said 
mammalian cell is a CHO cell. 

218. (Previously presented) The method according to claim 152, wherein said 
mammalian cell is an NSO cell. 

219. (Previously presented) The method according to claim 153, wherein said 
mammalian cell is a CHO cell. 

220. (Previously presented) The method according to claim 153, wherein said 
mammahan cell is an NSO cell. 

221. (Previouslypresented) The method according to claim 154, wherein said 
mammalian cell is a CHO cell. 
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222. (Previously presented) The method according to claim 154, wherein said 

mammalian cell is an NSO cell. 

223. (Cancelled) 

224. (Cancelled) 

225. (Previously presented) The method according to claim 173, wherein said 
mammalian cell is a CHO cell. 

226. (Previously presented) The method according to claim 173, wherein said 
mammalian cell is an NSO cell. 

227. (Previously presented) The method according to claim 174, wherein said 
mammalian cell is a CHO cell. 

228. (Previously presented) The method according to claim 174, wherein said 
mammalian cell is an NSO cell. 

229. (Previously presented) The method according to claim 175, wherein said 
mammalian cell is a CHO cell. 

230. (Previously presented) The method according to claim 175, wherein said 
mammalian cell is an NSO cell. 
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